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WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 
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DETAILED ACTION 

Claims 1-7, 9-13 and 16-24 are pending and under consideration. No claim has been 
amended. 

Rejections Over Prior Art 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth 
in section 102 of this title, if the differences between the subject matter sought to be patented and the prior 
art are such that the subject matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1.56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-7, 9 and 16-24 remain rejected under 35 U.S.C. 103(a) as being unpatentable 
over the LEUKINE® Sargramostim product insert, cited by applicants in paper number 5, in 
view of U.S. Patent Number 5,217,954 (Foster et al.) and U.S. Patent Number 6,620,784 
(Ferrara et al.), and in the case of claims 4-8, further in view of U.S. Patent Number 5,545,536 
(Kaushansky et al.) for reasons of record in the Office Action mailed 2/23/2005. Applicants 
arguments filed 8/15/05 have been fully considered but are not deemed persuasive. 

At page 7 of the response, applicants argue that there is no motivation to use EDTA to 
stabilize GM-CSF, and that references in which EDTA is used to stabilize VEGF-E and bFGF 
are insufficient to support the "unduly broad generalization" that it is known to use EDTA to 
stabilize preparations of cytokines. This argument has been fully considered but is not deemed 
persuasive because the motivation to use EDTA in the composition is provided by Ferrara et al. 



Application/Control Number: 09/800,016 
Art Unit: 1647 



Page 3 



and Foster et al., the latter especially having taught that EDTA stabilizes proteins against 
oxidation of free cysteine residues or metal-induced aggregation." It was well known in the art 
at the time the invention was made that human GM-CSF has five cysteine residues, four in the 
mature protein. This alone would have provided sufficient motivation to use EDTA to stabilize 
GM-CSF with a reasonable expectation that the resulting composition would be at least as stable 
as a similar composition lacking EDTA, and quite possibly more stable. 

Applicants also argue that there is not sufficient disclosure in Ferrara et al. to show that 
EDTA actually stabilizes VEGF-E, as EDTA "is only listed as a chelating agent with many other 
carriers, excipients or stabilizers." This argument has been fully considered but is not deemed 
persuasive because it is misplaced. Ferrara et al. state that EDTA is a chelating agent known to 
be used in stabilizing compositions comprising VEGF-E. It is not particularly relevant what 
protein is being stabilized; that is, EDTA is added to guard against the protein of interest being 
oxidized, aggregated by metals, or digested by metalloproteases (which require metal ions to be 
active, which metal ions would be chelated by the EDTA) regardless of the identity of the 
protein of interest. Ferrara et al. were chosen by the examiner to demonstrate this point, as 
VEGF-E is a cytokine that is, like GM-CSF administered to humans, and is administered by 
similar means as GM-CSF. For this reason, applicants further argument at page 7 regarding the 
percentage sequence similarity between GM-CSF and VEGF-E is not relevant. The relevant 
similarities between the two proteins are that they are both cytokines that are known to be 
administered pharmaceutical^, they both comprise cysteine residues (see SEQ ID NO: 2 of 
Ferrara et al), and because they both have pharmaceutical utility, that it would be desirable to 
make them as stable as possible in solution, using agents known to be compatible with 
pharmaceutical use. Applicants implicit argument that one would not be motivated to use EDTA 
in a composition of a protein that does not comprise unpaired cysteine residues is not supported 
by fact or evidence, nor is the Examiner aware of such in the art. 

Applicants argument at page 9 of the response has been fully considered, and is 
persuasive in that it evidences that formulation of protein pharmaceutical compositions with 
stabilizers such as EDTA is considered to be routine experimentation by the art. It remains as 
stated in the previous Office Action, that it would have been obvious to the person of ordinary 
skill in the art at the time the invention was made to have modified the sargramostim preparation 
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disclosed in the LEUKINE® insert by the addition of EDTA, as taught by both Ferrara et al. and 
Foster et al. One of ordinary skill in the art would have been motivated to make the addition in 
order to prevent oxidation of the GM-CSF protein, and would have been motivated to do so in 
view of the recognition in the art that EDTA is generally useful for such in compositions 
comprising cytokines, as evidenced by Ferrara and Foster. The specific concentration of EDTA 
to be added would be easily determinable, and is considered well within the purview of routine 
experimentation by the ordinary pharmacologist, and as further evidenced by applicants 
arguments at page 9 of the response filed 8/15/2005. It further would have been obvious to use 
TRIS as a buffering agent, as it is notoriously old and well known in the art as such, for example 
see Kaushansky. Accordingly, the invention, taken as a whole, remains prima face obvious over 
the prior art. Further, as EDTA and benzyl alcohol were known to work by different mechanisms 
(the former directly preventing oxidation of proteins and therefore directly stabilizing them, the 
latter preventing microbial growth), it would be expected that a GM-CSF composition 
comprising EDTA would be at least as, and possible more stable than one without. It is noted 
that the cited references are but two from a broad literature comprising pharmaceutical 
compositions of many and varied proteins, and that it was well known in the art to combine 
EDTA and benzyl alcohol in compositions; the Examiner has previously cited U.S. Patent 
Number 5,902,785 as further evidence of such. 

Finally, it remains that the results at page 13 therein are not considered to be 
"unexpected", as the person of ordinary skill in the art reading the above-cited references would 
have expected GM-CSF stored in the presence of EDTA to more stable than that without. It 
would appear that the results therein merely compare the presence to the absence of EDTA, and 
do not compare the preparations containing EDTA to comparable prior-art preparations lacking 
EDTA. Thus, applicants continuing arguments that the claimed composition is somehow 
unexpectedly more stable than that of the prior art is not supported by fact or evidence. 

It remains that the claimed invention differs from the prior art solely by addition of 
EDTA. EDTA was a well known stabilizing agent in the art of pharmaceutical compositions 
comprising proteins, including cytokines, as evidenced by the above references. The person of 
ordinary skill in the art would have expected a composition comprising EDTA to provide a result 
at least as good as that of the commercially available preparation. Applicants have presented no 
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fact or evidence to the contrary. Accordingly, the prima facie finding of obviousness is 
maintained. 

Claims 10-13 remain rejected under 35 U.S.C. 103(a) as being unpatentable over the 
LEUKINE® Sargramostim product insert, cited by applicants in paper number 5, in view of U.S. 
Patent Number 6,620,784 (Ferrara et al.) , and U.S. Patent Number 5,217,954 (Foster et al), as 
cited in the rejection of claims 1-7, 9 and 16-24 above, and further in view of U.S. Patent 
Number 6,500,418 Bl (Dieckgraefe et al.) for reasons of record in the previous Office Action. 
Applicants arguments filed 8/15/2005 have been fully considered but are not deemed persuasive 
for reasons cited above. 



Conclusion 

No claim is allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to Lorraine M. Spector. Dr. Spector can normally be reached 
Monday through Friday, 9:00 A.M. to 3:00 P.M. at telephone number 571-272-0893. 

If attempts to reach the Examiner by telephone are unsuccessful, please contact the 
Examiner's supervisor, Ms. Brenda Brumback, at telephone number 571-272-0961. 

Certain papers related to this application may be submitted to Technology Center 1600 
by facsimile transmission The faxing of such papers must conform with the notices published in 
the Official Gazette, 1156 OG 61 (November 16, 1993) and 1157 OG 94 (December 28, 1993) 
(see 37 C.F.R. § 1.6(d)). NOTE: If Applicant does submit a paper by fax, the original signed 
copy should be retained by applicant or applicant's representative. NO DUPLICATE COPIES 
SHOULD BE SUBMITTED so as to avoid the processing of duplicate papers in the Office. 

Official papers filed by fax should be directed to 571-273-8300. Faxed draft or informal 
communications with the examiner should be directed to 571-273-0893. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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